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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
SIX MONTH INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 
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L06121 SN6 HISTDPATHOLOGY LESION SEVE":TY INCIDENCE TABLE 
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F344 Male Rats 
ROX 1.5 mg/kg/day 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
SIX MONTH INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 
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L06121 SN6 
SIX MONTH INTERIM 
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ROX 0.3 mg/kg/day 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
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2 = mild 4 " sev~re L = lesion 

Vi.= LntPri_m 5a.crifice 

- m "' "' M .,. 
"' N 

~ ~ ~ co 0 0 0 N 
m m m m 0 0 0 0 

"' "' "' "' ~ ~ ~ ~ ' ' ' ' ' ' ' ' g 0 0 0 0 0 0 0 co co "' co co co co 
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normal limits M = tissue not present * = spontaneous death 
present I = tissue section inadequate •• = moribund sacrifice 

SOMS = spontaneous death/moribund sacrifice 

• w w 
u C 
% • w ~ 0 ·-- w 
u C 
% - ~ 
~ 1 

u 
~ 

., -



L0612l SN6 INCIOENCE OF LESIONS CONSIOEREO TO BE TREATMENT RELATED 
TWELVE MONTH INTERIM 

>, ~ ~ 

FEMALE F344 RATS " " - -m m 
w -"' • -"' • 
u - " w - " 

~ 
C u m C 

ADDENDUM REPORT: tnhl c includes 
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~ ~ 
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NO LESIONS WERE CONSIDERED TREATMENT 
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' 

. 

SOMS = spontaneous death/moribund sacrifice ~ 
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~ 

IS = interim sacrifice 

not applicable ( ) = numb~r or animals for which tissue was represented 
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L06121 SN6 LESION INCIDENCE COMPARISON TABLE 
TWELVE MONTH INTERIM 

>, >, 

"' "' FEMALE F344 RATS -0 -0 

' ' "' "' X • X • w 

' 
V w ' 

V 

ADDENDUM REPORT: table includes 
u 

"' 
< u 

"' 
< - • • w E ~ - E ~ w 

previously reportC'd data 0 ·- 0 .-- 0 V - M V 
u C u C - - z -- 0 - 0 

~ ~ 

ORGAN ~ X E ~ X E - 0 - 0 

Lesion 
0 ~ 0 ~ 

"' "' 

EYE I 101 I 1 I I 10 I 

Lens, cataract 0/10 0/1 0/10 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP I 

HARDERIAN GLAND - - -

Dacryoadenitis - - -

Code: JS interim sacrifice 

not applicable 

SDMS ~ spontaneous death/moribund sacrifice 
( ) ,. number of animals for 11hich tiViue was represented 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

DllENDUM REPORT: tahlc includes 
prcvlously n•portcd data C 

0 ·- ~ ~ "' ~ .0 

ORGAN <U E 
u ~ 

Lesion uz 
<C 

EYE 

Code: mi11imal 3 = "1od-:rate P ,, present 

2 = mi Id 4 " severe 
,-. ' - interim sacrifice 
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N = within normal I imi ts M = tissue not present * = spontaneous death 

l " le-:.ion present I = tissue section inadequate ** 2 moribund sacrifice 
SOMS ~ spontaneous death/moribund sacrifice 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 1. 5 mg/kg/day 

)DENDUM REPORT: 
previously 

ORGAN 
Lesion 

EYE 

Code: ,. 111inimal 
2 ~ mild 

, 

table includes 
reported clnta C • 0 • •r ~ ~ ~ m ~ a:, .,,. ~ m - .,,. .,,. 

~w ro m m 0 - M M M .,,. .,,. m 
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J., moderate P,. present N" within nor111al li111its M" tissue not present 
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F, "intrrim qcrifice SOM$" spontaneous death/moribund sacrifice 
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L06121 SN6 HI STOPATHOLOGY LES ION SE VER !TY I NC IOENCE TABLE 
TWELVE MONTH INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ADDENDUM REPORT: tahle includes 
previously reported data 

ORGAN 
Lesion 

EYE 
Lens. cataract 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 
Oacryoadenitis, unilateral 

C 
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lesion present I = tissue section inadequate ** ~ moribund sacrifice 
SD~S = spontaneous de~th/moribund 5acrifice 
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ADDENDUM TO FINAL HISTOPATHOLOGY REPORT 
OF A TWENTY-FOUR MONTH CHRONIC 

TOXICITY/CARCINOGENICITY STUDY OF 
HEXAHYDRD-l,3,5-TRINITRD-l,3,5-TRIAZINE (RDX) 

IN THE FISCHER 344 RAT 

NOVEMBER 7, 1983 

!!TRI PROJECT NUMBER L0612l 
STUDY NUMBER 6 
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Consultant Histopathologist 
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L06121 SN6 INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED 
FINAL INTERIM 

>, >, >, 
m m m 

MALE F344 RATS 'O 'O 'O - - -"' "' "' -'" • -'" • -'" • • - u • - u • - u 

ADDENDUM REPORT: table 
u 

"' 
e u 
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includes e • e • e • • E ~ • E ~ • E ~ 

r"rcviously reported data 
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URINARY BLADDER (38) ( 16) (36) ( 19) (25) ( 17) 
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Code: TS ~ terminal sacrifice SOMS ~ spontaneous death/moribund sacrifice 

~ not applicable { ) ~ number of animals for which tissue was represented 

>, 
m 
'O -"' -'" • • - u 

u 

"' 
e 

e • • E ~ 
~ ·- 0 u 
u e 
e -- co 

~ 
~ >< X - 0 0 ~ 

"' 
(29) (22) 

l /29 0/22 f 

0/29 0/22 

0/29 0/22 

0/29 I 0/22 

0/29 3/22 

(29) (26) 

4/29 8/26 

; 

' 
i H, 

H 
§ 

I 

' 

~ 
'O -

• u 
e • 
~ ·-u 
e -
~ -

(4) 

0/4 

0/4 

0/4 
1 0/4 

1/4 

I 
' ( 4) 

~ 
H 
I 

' 

"" -'" - • 
"' 

u 
E e 

• 
~ 

0 ·-u 
e 

0 -.,. 
~ 

>< E 
0 0 ~ 

"' 
(27) 

0/27 

17 /27 
' ~,1~7-. 

! /27 1
, 

J]I~ --'(27) I 

19/27 -.--..-

I 
. ' 

.. .., 

i 
' 
I 
I 

I 



' ' ' 

L06121 SN6 LESION INCIDENCE ~OMPARISON TABLE 
FINAL INTERIM 

MALE F344 RATS 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

URINARY BLADDER 

Transitional cell carcinoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Cystitis. suppurative 

Cystitis, hemorrhagic-suppurative 

Cystitis, hemorrhagic 

Lymphoid aggregates, submucosal 

Mineralization, uremic 
Distention, luminal 

Mucosal hyperplasia 

PROSTATE 

Adenoma 

Leukemic infiltrates, lymphocytic 

Leukemic infiltrates, monocytic 

Hyperplasia, adenomatous 

Inflammation, subacute 

Inflammation, chronic-active 

Inflammation, suppurative 
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L0612l SN6 LESION INCIDENCE COMPARISON TABLE 
FINAL INTERIM 

>, >, 
m m 

MALE F344 RATS " " ~ ~ 

rn rn 
-" • -" • • ~ 

0 • ~ 
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0 C 0 C 

ADDENDUM REPORT: tahle 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

)OENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

URINARY BLADDER 

Leukemic infiltrates, lvmohocvtic 

Leukemic infiltrates, monocvtic 

Cystitis, hemorrhaqic-sunnurative 

Distention, luminal 

PROSTATE 

Leukemic infiltrates, lymphocytic 

Hyperplasia, adenomatous, focal 

Inflammation, chronic-active 

Microabscesses 
Inflammation, suppurative 
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Code: 1 " minimal 
2 = mild 

3 = moderate P = present N ~ within normal limits M = tissue not present * " spontaneous death 
4 " severe l " lesion present I = ti!'>sue section inadequate ** 3 moribund sacrifice 

TS" terminal sacrifice SOMS" soontaneous deat.h/~oribuod sacrifice 
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L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

UR I NARY BLAODER 
Leukemic inf i 1 trates. l vmohocvt i c 

Leukemic infiltrates monocvtic 
Cvst iti s, hemorrhaoi c-sunnurat i ve 

Distention, luminal 

PROSTATE 
Leukemic infiltrates, 1vmohocvtic 

Hvnerolasia, adenomatous, focal 
Inflammation, chronic-active 

Microabscesses 
Inflammation, suppurative 

" 0 ·~ ~ 
~ "' ~D 
<U E 
u ~ 
uz 
« 

Code: minimal 
mild 

3 

' 
moderate P = present N 

2 severe L 
TS= ternin;il S':lcrificP 
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l .l l 2 l l 
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within normal limits M = tissue not present 
lesion present 

SOMS 

I ., tissue section inadequate 
spont;111P.OUS dP::ith/moribund sacrifice 
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* = spontaneous death 
•• = moribund sacrifice 

continued 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 0.3 mg/kg/day 

JOENDUM \D REPORT: table includes 
~ 

previously reported datn 0 
·~ ~ 
~ ru 
~ .0 

ORGAN ru E 
u ~ 

Lesion uz 
<( 

URINARY BLADDER 

Leukemic infiltrates, lvmohocvtic 
Leukemic infiltrates, monocvtic 

Cystitis, hemorrhaqic-sunnurative 

Distention, luminal 

PROSTATE 

Leukemic infiltrates, lymphocytic 
Hyperplasia, adenomatous, focal 
Inflammation, chronic-active 

Microabscesses 

Inflammation, suppurative 

Code: minimal 
mild 

J 

' 
moderate P = present N 

2 severe L 
TS = terminal sacrifice 
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within normal liITTits M = tissue not present 
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, I = tissue section inadequate 

= spqntaneous rleath/moribund sacrifice 

* = spontaneous death 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

DDENDUM REPORT: 
previously 

ORGAN 
Lesion 

URINARY BLADDER 

table includes 
reported data 

Leukemic infiltrates lvmnhOC"tic 

Cvstitis hemorrhanic-su~~urative 

C 
0 ·- ~ 
~ "' 
~ .0 
w E 
u ~ 
uz 
<( 

Lvmnhoid a--renates submucosal, focal 
Distention- luminal 

Code: 1 " mini111al J " moderate P ,. present 

2 " mi Id 4 G severe 
TS ~ terminal 5acri fie~ .. -

a, -0 -co co 
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co co 

N N 

N ,. within 
l " lesion 

~ ·o ~ co 0 N M "" co a, - ~ -- N N N M M M M M M "" "" ~ co co co co co co co co co co co co co 

"' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 al 0 0 0 al 0 0 0 0 0 0 co co co co co co co co co co co 

N N N L N N N N N N N N N 

2 

norrnal limits K "' tissue not present 
present 

so~s· ~ 
I = tissue section inadequate 

soontaneous d~ath/morihund sacrifice 

M "" 0 N ~ 
~ ~ "' "' "' co co co co co 

"' "' "' "' "' ' ' ' ' ' 0 al 0 0 0 
co co co co 

N N N N N 

* = spontaneous death 
•• " moribund sacrifice 

continuecl 
next page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

1)1)1':NllllM REPORT: t:ihl c' incl 11dc,:; C 
--- ---p-rl'VlOL!Sl y reported data 0 ·- ~ 

~ "' ~ .0 

ORGAN w E 
u ~ 

Lesion uz 
« 

URINARY BLADDER 
Leukemic infiltrates l vmnhocvt i c 

Cvstitis. hemorrhaaic-sunnurative 

Lvmnhoid annrenates 

Distention. luminal 

Code: = minimal 
2 ~ mild 

3 
4 

submucosal. focal 

moderate P = present N 

severe l 
TS ~ terminal sacrifice 

I I I ! I I ,, • • • • • • • • 0, -,"I"' NIM "' - ~ - ~ 0 ~ 0, 

"' lx;i~ ~ ~ 00 - N N M M q q q 

"' "' "' "' "' ro "' "' "' "' "° I "° \D I lO \0 "' "' "' "' "' "' "' "' ' I t I I ; j I ' ' ' ' ' ' ' ' g 0 0 0 0 0 0 0 0 0 0 0 0 0 
co,,oo co1co·oo "' "' "' "' ro "' ro "' ' .. 

N N N N N N N N N N N N N N 

' 

I 

I 

. ' i ~..----·- ' 

within 
lesion 

I 

' " ' u. 
' ' normal li111its: 

I 

M = tissue not present 
1· = tissue section inadeQuate 

• ~ ~ 

"' "' ' 0 

"' 
N 

present 
SDMS ~ sp~ntaoeous rleath/moribund sacrifice 

. I 

' ' • • • • ' • q - "' 0, "' "' "' - - N 

"' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 

"' "' "' "' "' 
N N L N N 

p 

• ~ spontaneous death 
•• = moribund sacrifice 

continucrl 

next Pil']C 

.. 
<> 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 1.5 mg/kg/day 

DENDUM REPORT: 
previously 

ORGAN 
Lesion 

URINARY BLADDER 

table includes 
reported data 

C 
0 
•r ~ 

~ " 
~ .c 
o, E 
u ~ 
uz 
« 

Leukemic infiltrates, lvmohocvtic 

Cvstitis, hemorrhanic-sunnurative 

lvmohoid annreoates. submucosal, focal 

Distention. luminal 

Code: ~ minimal 
2 "' mild 

3 = moderate P " present 

4 = severe 
TS "' terminal sacrifice 

• • • • • • • • • • • • • • • • • • • • • • • • .., 
"' 0 N ~ m - "' ~ 00 00 0 .., .., ~ ~ ~ ~ "' "' "' "' ~ 00 

00 00 00 00 00 00 00 00 00 00 00 00 

"' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' g 0 0 0 0 O• 0 0 0 0 0 0 
00 00 00 00 00 00 00 "' "' "' "' 

N N L N N N N N N N N N 

4 

p 

N ~ within normal limits ~ = tissue not present 
L lesion presl!nt 

SOMS 
I 5 tissue section inadequate 

= spontaneous death/moribund sacrifice 

• = spontaneous !•: 1th 

**"moribund sa,.r1fice 

• u 
C 

• 
~ . 
u 
c 
~ 

0/25 

0/25 

l/25 

0/25 

• u 
C • 
~ .• 
u 
C -
~ 
~ 

0 
~ 

I 
_l 172._j 
l/27 I 
0/27 • 

~~7 ·1 ~-
-· 

., ... 
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L06121 SN6 HI STOPATHOLOGY LES ION SEVER I TY I NC lOENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

DDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

URINARY BLADDER 

Cystitis, suppurative 

Lymphoid aggregates, submucosa 1 , 

Distention, luminal 

Mucosal hyperplasia 

C 
0 -~ - "' 0 N M 
~ "' ~ "' "' "' ~ .n °' °' °' °' w E "' "' "' "' u ~ 

' ' ' ' uz 0 0 0 0 « 
"' "' "' "' 
N L N N 

focal 1 

' 

' 

__ , - -· 
• ' ' 

"'IM ~ "' "' ~ °' N 

"' "' ~ ~ "' "' "' °' °' °'' °' °' °' °' °' °' "' "' . "' "' "' "' "' "' ' . ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' 
N N N N N L N N 

1 

' i 
: 

i 

! 

17 
!-r 

' 

. 

M ~ "' ~ "' "' °' -°' °' °' °' °' 0 0 -°' °' °' °' °' 0 0 0 

"' "' "' "' "' ~ ~ ~ ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
00 00 "' "' "' "' "' "' 
N L N N N N N L 

2 

1 

Code: = minimal 3 ,. moderate P = present n ., within 11ormal limits H ,. tissue not present * = spontaneous death 
2 = mild 4 = severe L = l'!sion present I "tissue section inadeQuate **=moribund sacrifice 

TS= termin;iJ sacrific" SOMS spontaneous death/noribund sacrifice 

continued 

flex t p<HJC 

.. ., 



L06 l 2 l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

DDENDUM REPORT: table includes 
C 

previously reported data 0 
•- L 
~ "' ~D 

ORGAN a, E 
u ~ 

Lesion uz 
<( 

URINARY BLADDER 
Cystitis, suppurative 

Lymphoid aggregates, submucosa1, focal 

Distention, luminal 

Mucosa l hyperplasia 

Code: l = minimal 3 = moderate P "' present 
2 = mild 4 m severe 

. " -., i" ..-·. ·ri r· 

... ~ ro m M m - - - - N N 
C, 0 0 0 0 0 
~ ~ ~ ~ ~ ~ 

' ' ' ' ' ' 0 C, 0 0 0 0 ro ro ro ro ro ro 

N N N L N N 

2 

N ~ within normal limits 
L ~ lesion present 

---- "-"J•_A_ 

< 

• • • • • • C, - N - m C, m - m 
M M M .,, .,, 

~ ~ ro ro 
0 0 0 m m m m m m 
~ ~ ~ .,, .,, .,, .,, .,, .,, 
' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 ro ro ro ro ro ro ro ro ro 

N N N N N N M N N 

H = tissue not present 
I ,, tissue section inadequate 

nr~•r '1th/,,,,.~=.1.11nd ~,,._~>Fice 

• • • • • • C, - m .,, .,, 
m N N N .,, 
m 0 0 0 m .,, ~ ~ ~ .,, 
' ' ' ' ' 0 0 0 0 0 ro ro ro ro ro 

L M L L M 

p p p 

* • spontaneous death 
** s moribund sacrifice 

continued 

next paqe 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Male Rats 
ROX 8.0 mg/kg/day 

IDENDUM REPORT: 
previously 

ORGAN 
Lesion 

URINARY BLADDER 

table includes 
reported dota ~ 

0 
•r ~ 
~w 
~~ 

WE 
u ~ 
uz 
« 

Cvstitis, sunnurat i ve 

Lvmohoid annreaates, submucosal, focal 

Distention, luminal 

Mucosal h"ner• lasia 

Jde: l "' minimal 
2 "' mild 

3 = moderate P "' present ~ 
4 " severe L 

lS "' terminal sacrifice 

I 
• • • • • -t< I .,c • • • • • • • • • • • • • .:;c j .;: • • • • • • • • 
N ~ ~ N "' 0 - N ~ 0 N M 0 ~ "' ~ ~ ~ "' "' 0 0 0 0 - - - N N N 
m m m m m 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' 
N N M N N N .. N N N N N . N N N N 

: 
I -'--· . 

i ' 
' 

! 

' ! I 
' i 

' 

within normal limits M"' tissue not present •=spontaneous death 
lesion present I a tissue section inadequate •• D moribund sacrifice 

SDMS : spontaneous death/moribund sacrifice 

• u 
C • 
~ 
a 
u 
~ 
~ -

1/29 

3/29 

0/29 

1/29 

• u 
C 

• 
~ 
.a 
u 
C -
~ 
~ 
0 
~ 

0/22 

0/22 

3/22 

0/22 

,. 
0 



L06121 SN6 INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED 

FINAL INTERIM 
~ 

>, 

"' FEMALE F344 RATS -0 -0 

' ' m • m • "" "" • ' 
u • ' 

u 
u C u C 

ADDENDUM REPORT: table includes C ~ • C m • • u • E u 

Previously 
u ·- u ·-reported data ·- 0 

u ·- u 
u C u M C 
C . - C . -- 0 - 0 w w 

IRGAN ~ X 
~ ~ X 

~ - 0 - 0 
0 ~ 0 ~ 

Lesion "' "' 
.YE (43) ( 10) (45) ( 10) 

Lens, cataract 14/43 l /10 4/45 l / l 0 

Lens-induced inflammation 0/43 1/10 0/45 0/10 

Degeneration, retinal 11 /43 0/10 4/45 0/10 
i 

. 

de: TS ~ terminal sacrifice SOHS ~ spontaneous death/moribund sacrifice 
= not applicable ( ) ~ number of animals for which tissue was represented 

~ 
-0 

' m 
"" • u ' C m • E u 

·" u "' C - -~ 
X - 0 

"' 
(42) 

17/42 

4/12 

8/42 

I 

' ' 

H 
d 

• u 
C 

• u ·-u 
C -

w 
~ 
0 
~ 

( 12) 
3/12 

0/12 

2/12 

>, 
>, "' "' -0 
-0 ' ' m 
m "" • "" • ' • u • u 

u ' C u m C 
C m • C E • • E u • u 

u ·- u 0 ·-·- u ·- u 
u 0 C u C 
C - C 0 -- 00 - tj' 

w w 
~ ~ ~ ~ - X 0 - X 0 

0 w 0 ,n 

"' "' 
(41) ( 11 ) (28) (20) 
9/41 3/ ll I 23/28 9/20 

0/41 0/ ll 9/28 2/20 

8/41 2/11 10/28 2/20 J 

! I 
' 

i 
' 
i 
I 

' 

~ 
I 

! 
' 
i 

' ' 
~ 
I I 

I 

! '! 

i i 
.. -



L0612l SN6 LESION INCIOENCE COMPARISON TABLE 
FINAL INTERIM 

>, >, 
~ ~ 

FEMALE F344 RATS -0 -0 - -"' • "' • • X u • X u • u - C u - C u 

\DDENDUM REPORT: tahlc lncludcs C "' • C "' • C 

• E ~ • E ~ • 
~ ·- ~ ·- ~ 

'previously reported data ·- u ·- u ·-u 0 C u M C u 
C - C - C - 0 - 0 -~ ~ 

ORGAN ~ E ~ 
X 

E ~ - X 0 - 0 -0 ~ 0 ~ 

Lesion "' "' 
:YE (43) f I lo) ! !45) I l O) (42) 

Leukemic infiltrates, lymphocytic 0/43 0/10 ! 0/45 l/10 0/42 

Keratitis, chronic 2/43 0/10 l/45 0/10 0/42 

Lens, cataract , 14/ 43 l/10 4/45 l/10 17 ;,12 

Lens-induced inflammation i 0/43 l/10 , -0/ 45 0/10 4/-12 

Deaeneration, retinal 11/43 0/10 4/45 0/10 8/42 

Phthisis bulbi l /43 0/10 l/45 0/10 0/42 

Cyst. choroid 0/43 0/10 l/45 0/10 0/42 

rISSUES NOT SPECIFICALLY REQUIREO 

BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLANO - - (3) - I 2 l 
Leukemic infiltrates. lymphocytic - - 0/3 - 0/2 

Leukemic infiltrates. monocytic - - 0/3 - i 0/2 
Dacryoadenitis - - 3/3 - i 2/2 

' ' 
i 

' ! 
' ; I 

D 
TS = terminal sacrifice SDMS = spontaneous death/moribund sacrifice 

= not applicable ( ) = number of animals for which tissue was represented 

~ >, 
~ 

-0 -0 - -"' • "' X u • X - C u -"' • C "' E ~ • E ·- ~ 
u ·-"' C u 0 - C - - ro 
~ 
E ~ 

X 0 - X 
0 ~ 0 

"' "' 
I 12) (41) 

0/12 0/41 

0/12 l /4 l 

3/12 9/41 

0/12 0/41 

2/12 8/41 

0/12 l/41 

0/12 . 0/41 

; 

- (2) 

-
-

i 012 I 
'in' ., u 

- l /2 

. 
I 

I 

' l 

• u • 
C u 
• C 
~ • ·- ~ 
u ·-C u - -= ~ 

E ~ 

0 --
I l ll l (28) 
0/11 ! l/2B 

0/ll 6/28 

3/l l 23/28 

0/ ll ' · 9/28 

2/ l 1 10/28 
l /l l · I l/28 
0/l l ! 0/28 

i 

' ' 
; ! 

' ! - . ' -
' - ' I -

- ' i -
-

; 

I 
! 

~ 
-0 -"" X • - u 

"' C 
E • ~ 

0 ·-u 
C 

0 -rj" 
~ 

X 
E 
0 

0 ~ 

"' 
120) 

0/20 
2/20 . 

9/20 I 
2/20 I 

2/20 

l.Q!_?_O_ 
0/20· 

---

I l) . 

l /1 

0/l 

0/1 

.. ., 

I 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 
Leukemic infiltrates, lymphocytic 

C 

" ·~ ... 
~ ID 
~ .0 
ID E 
u " uz 

c,: 

Keratitis, chronic, focal/mu1tifocal, 

unilateral 

Lens, cataract, unilateral/bilateral 
Degeneration, retinal, unilateral/ 

bi 1 at era 1 

Phthisis bulbi, unilateral 

Cyst, choroid 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HAROERJAN GLAND 
Oacryoadenitis, unilateral/bilateral 

Code: 1 = minimal J ,. moderate P = present 
2 = mild t, = severe 

TS,= J..e.rmin.al.. ~~crif_irP 

... "' M M 
c-. c-. 

"' "' ' ' 0 0 

"' "' 
NN NN 

N "' within 
L = l<?sion 

~ 0 - N M "' c-. "' - M ... "' c-. "' ~ 0 N "' M ... ... ... ... ... ... ... m m m m m m m "' "' "' c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. c-. 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' 0 0 g 0 0 g g 0 0 0 0 0 g 0 0 0 0 0 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' 
NN NL NN NN NN NN NN NN NN NN NN NN NN NN NI NN NN NL 

p p 

2 

L L 
1 2 

' 

normal liITTits M " tissue not present * = spontaneous death 
present I = tissue section inadequate *• = 111oribund sacrifice 

JiO~S = s.onnt._an~ous dP,_ath/~q_r_ibund _sacri.Fice 

continued 

next Pil']e 

.. 
c., 



,DD 

0 --

L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

oNDUM Re PORT: tahl.e includes 
previously reported data 

ORGAN 
Lesion 

EYE 
Leukemic infiltrates. lymphocytic 

C 
0 -~ ~ 
~ ru 
~n 
ru E 
u ~ 
uz 
<C 

Keratitis, chronic, focal/rnultifocal, 

unilateral 
Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bilateral 

Phthisis bulbi, unilateral 

Cyst, choroid 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

Code: 

HARDERIAN GLAND 
Oacryoadenitis, unilateral/bilateral 

"' minimal 
2 .. mi Id 

3 

' 
moderate P "' present N 

severe l 
IS ~ terminal sacrific~ 

I ! 
I ro ~ O'I O N Ml _,:,, "' 0 ... ~ ro 0 - N 

"' <.0 I'--- r--. t-,. ! ;--.. I r--. ~ ro ro ro ro "' "' "' ~ ~ ~ ~ ~ ~ ~ ~ ~ r-- r--. r-- r--1 :-. I r-. 

"' <.D <.D <.D <.D u:, ! <D "' "' "' "' "' "' "' "' ' I I t 1 I I I ' ' ' ' ' ' ' ' 0 0 O•O O O 0 0 0 0 0 0 0 0 0 
00 CO OOl COi CO' 00 CO ro ro 00 00 00 ro 00 ro 

! I • .. , I ----~-
~----1 

LM LM NN NN 'Ni: ,1:;\ !~N NN NN LL NN NL LL NN NN . 

. ; L. ~ 

' \ . ' 
3 

• . ,,. ' 
p p 

2 2 3 

p 

p 

I 

' ' 
L 

3 

'u_ .. 
II i ! 

' 

. 

within no·rmal rimits M "' tissue not present 
lesio~ present I ~ tissue section inadequate 

• S0l1S ~ spontaneous d~;ith/morihund sacrifice 

M ... ~ "' ~ "' "' "' "' "' ~ ~ ~ ~ ~ "' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
ro ro 00 00 ro 

NN NN NN NN NN 

* ~ spontaneous death 
** ~ moribund sacrifice 

continued 
ne~ t page 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIOENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 0.3 mg/kg/day 

DDENDUM REPORT: table includes 
----p-reviously reported data 

ORGAN 
Lesion 

EYE 
Leukemic infiltrates, lymphocytic 

C 
0 
•r ~ 
~ ., 
~D 
<> E 
u ~ 
uz 
« 

Keratitis, chronic, focal/multifocal, 

unilateral 
Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bi 1 atera 1 

Phthisis bulbi, unilateral 
Cyst, choroid 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

Code: 

HAROERIAN GLAND 
Oacryoadenitis, unilateral/bilateral 

l ,. 111iniinal 
2 ,. mild 

3 " moderate P = present 

4 = severe 
TS ~ terminal sacrifice 

• • • • • • • • • • • • • • • • 
"' - M st ~ N - "' 0 ro st "' - ~ N 

"' 0 0 0 0 ~ ~ ~ al M st st "' ~ 0 
~ ro ro ro ro ~ ~ ~ ~ ~ ~ ~ ~ ro 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' ' ' ' ' ' ' ' al al 0 al 0 0 0 al al 0 0 0 0 al 0 
ro ro ro ro ro ro ro ro ro 

NN NN NN NN NN NL LL NN NN NN NN NN NN NN NN 
p 

p 

N = within 11ort11al limih M = tissue not present 
l I ~ tissue section inadequate lesion present 

SDMS = spontaneous death/moribund sacrifice 

• 
0 
C • 
~ 

" 0 

c 
~ -

0/45 

1/45 

4/45 

4/45 
1/45 
1/45 

* • spontaneous death 
** ~ moribund sacrifice 

3/3 

•• 
0 
C • 
~ ·-0 

C -
~ 
~ 

0 
~ 

1/10 

0/10 

l /10 

0/10 

G/IO 

0/10 

-

.. 
u, 

, 



L0612l SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

C 
0 
-- L 
~ <V 
~~ 

w E 
u ~ 
uz 

""' 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 

bilateral 

Lens-induced inflammation, unilateral/ 

bilateral 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 
Oacryoadenitis, unilateral/bilateral 

M .,,. ~ 00 "' cc cc cc cc cc 
cc cc 00 00 00 

"' "' "' "' "' ' ' ' ' ' 0 0 0 0 0 
00 00 00 00 00 

NN NN NN NN NL 
p 

' 

- = "' - N .,,. = "' "' "' 0 0 0 0 
00 00 00 "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 
00 cc 00 00 00 cc 00 

NL NL LL LL LL NN NN 
p p p p p 

2 3 

p 

' 

; 

I 
I I 
' . 

"' 00 "' 0 M .,,. 0 N 
0 0 0 - - - N N 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
cc 00 00 00 00 00 00 00 

NN NM NL NN NN LL NN NN 
p p 

3 

' 

Code: minimal 
2 = mi Id 

3 ,. moderate P = present N = within normal liiriits H = tissue not present * = spontaneous death 
4 severe l = l'!sion present I = tissue section inadequate ...., " 111oribuRd sacrifice 

TS = terminal sacrific'! SOHS = spontaneous death/moribund sacrifice 

continurd 
neit pilqe 

.. 
0, 



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

C 
0 -~ ~ 
~ w 
~D 
WE 
u ~ 
uz « 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal, unilateral/ 
bi 1 at era l 

Lens-induced inflammation, unilateral/ 
bilateral 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERJAN GLAND 
Dacryoadenitis, unilateral/bilateral 

M 
N 

"' "' ' 0 
a, 

NN 

.,,. 
"' ~ "' N N N N 

"' "' "' "' "' "' "' "' ' ' ' ' 0 0 0 0 a, a, a, a, 

NN LL LL NL 
p p p 

2 2 3 

p 

- N M ~ a, 0 N M 
M M M M M .,,. .,,. .,,. 
"' "' "' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 
a, a, a, a, a, a, a, a, 

NL NN NN NL LM LM NL NN 
p p p p p 

2 3 

2 p 

L L 
l 2 

~ "' ~ "' - N M .,,. .,,. .,,. .,,. 
~ ~ ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 
a, a, a, a, a, a, a, 

NN NN NN NN NN NN NN 

Code: 1 = 111i11imal 
2 ,. mild 

3 = moderate P = present ~ ,. within normal limih H ,. tissue not prese11t * = spontaneous death 
4 = severe L = lesion present I ,, tissue section inadequate ** ., moribund sacrifice 

1s_,, __ tJ1rmiM.l s.acrifir_., -~- 5DM5 = s.oon_l;aneQus death/morihund sacrifice 

continued 
next paqe 

,. 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 1.5 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

Lens, cataract, unilateral/bilateral 

Degeneration, retinal. unilateral/ 
bi 1 at era l 

C 
0 ·~ ,._ 
~ ru 
~D 
ru E 
u ~ 
uz 
<( 

lens -induced i nfl ammat ion, uni l atera 1 / 

bi 1 ;itera l 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FDR ANY GROUP 

Code: 

HARDERIAN GLAND 

Dacryoadenitis, unilateral/bilateral 

,. mini11al 

2 " mi Id 
3 '" moderate P .. present ~ 

4 " severe L 
TS~ terminal sacrifice 

• u 
C 

• 
~ 

• • • • • • • • • • • • • • • • • • • • 
"' ~ 0 M ~ ~ "' M 0 - N 00 0 "' 

-u 
c 

~ ~ "' 0 - ~ 00 "' 0 - - N M M 

"' "' 00 "' "' "' 00 00 "' "' "' "' "' "' ~ 

"' "' "' "' "' "' "' "' "' "' "' "' "' "' ' ' ' ' ' 6 ' ' ' ' ' ' ' ' 0 0 0 0 0 0 0 0 0 0 0 0 0 
00 00 00 00 00 00 00 00 00 00 00 00 00 00 

LI NN NN LL NN NN LL NN NL NN NN NN NN NN 
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
FINAL INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

ADDENDUM REPORT: table includes 
previously reported data 

ORGAN 
Lesion 

EYE 

" 0 -~ ~ 
~ " 
~~ 

" E u ~ 
uz 

"" 

Keratitis, chronic, focal/multifocal 
uni l atera 1 

Lens, cataract, unilateral/bilateral 

Deaeneration, retinal, unilateral/ 
bilateral 

Phthisis bulbi, unilateral 

TISSUES NOT SPECIFICALLY REOUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 

Leukemic infiltrates, monocvtic 
Dacryoadenitis, unilateral/bilateral 
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1 ~ minimal 
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lS = terminal sacrifice 
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S011S = ~ont_aneous death/moribund sacrifice 
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* = spontaneous death 
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06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 
INAL INTERIM 
344 Female Rats 
DX 8.D mg/kg/day 

DENDUM REPORT: table includes 
previously reported clnla 

JRGAN 
Lesion 
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Keratitis. chronic focal lmultifocal 

uni l atera 1 

Lens. cataract. unilateral/bilateral 

Deaeneration. retinal unilateral/ 

bilateral 

Phthisis bulbi. unilateral 

TISSUES NOT SPECIFICALLY REQUIRED 

BY PROTOCOL FOR ANY GROUP 
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L0612l SN6 
FINAL INTERIM 
F344 Female Rats 
ROX 8.0 mg/kg/day 

HlSTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE 

\DDENDUM REPORT: A table includes 
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uni 1 ateral 

Lens, cataract, unilateral/bilateral p p p p 

Degeneration, retinal, unilateral/ 

bilateral 2 3 3 
Phthisis bulbi, unilateral p 

TISSUES NOT SPECIFICALLY REQUIRED 
BY PROTOCOL FOR ANY GROUP 

HARDERIAN GLAND 
Leukemic infiltrates, monocytic 
Dacryoadenitis, unilateral/bilateral 

Code: 3 ,. moderate P"' present ff= within normal limits M = tissue· not present 1 ,. minimal 
2 "' ,iild 4 = severe L "' lesion present I "' tissue section inadequate 

TS H terminal sacrifice SOMS = spontaneous death/moribund sacrifice 
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